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^ Iff £ Site *stt 5*«6«J^*iS Htoy !)v KB^-o^^fiEfi. 

•^O^tt^^S 3 |^rtT' 33%, 12 £ £X±\Z joV^T t> 88%^^ (?£ 

I 73 I3f, m 23~27 1991 ^) X £> <9. % RAtt^lu 

-cv^i>„ ^e^T', amx.^:i^^s^i-.-5-m#jk?t^ 

iff ti ? tt5^^*if^^$i^tv^5 ( B *H#fFMj§S, 10- 
513257 item B : lOf 121150) „ 1 

n-f K^SI (NSAID) ^^^Kf^T-frfc^^f*, N 

S A I DtJDtT^Iifpt y !>-7f-I (DMARD) Sr&^-f-Sp # 
MR A3§0tf>:M^f;i. ?fc^^if £T-T i £ tefflHT£> <9 > ^Lftxn, 
NSAID ^ji5r«S^m^ Vtefc bPJ^^^r^tfftfeO y * 

^^•n^r K^^s-^^ff om&hioY), ■mm <d tc <d mm m & £ * n 

So 

^Itfc5, ^<Dfc&, --£Stf>iE LV^PJi £iil3D&?&^£ 9 I-**. 
^-S^tBSlfl^ O O^B^ bfrK £*Lftttftfc£ft kftV^ R A 
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> 1£ ^ 1$ lc IS « 1 % &t T O gl A T? & 6 2* ( n a — . ^ is y =y > 
K • — ^"A- • • ^ ^ ^ (N. Engl. J. Med. ) x % 322 # N & 

1277-1289 J|> 1990 ^) N A % <D m IS T* filfc 8 % ^ _h & % & i" -5 (1? 
A- (Cell) , I 85 I 311-318 1996 ^) 

foiot%if,ntv^Cii^ N $> pTtgteSrfcis r i: 

l£J:tU 0 ^^Stc: *5V>T, 0H;Ltf, ikm. ;vxmm& XTfx hu 

(cat t> 3§^%ss k-erfc t> rc: t&sim-eibz. £ 

B^<^IB W098/51791 # (S^^rgS 0 : 5?$; 10^11J3l9B) CD 
HB^l*]^te: .t^WT, ^ n If- 7 -Y h # _ V>fcg^fl?#f £ r 
AiS^:fe it;^©jliLg:t(c^LTllSst5 w t K: «t t> , y * ^ 

(1) t H 1 ^fefrco. v^^nf77^ W — # — D1S214 *5 «t 
/£fcf3: D1S253 ^/N^/y ^>fXt5DNAgE?!l^?)±l ir^^/V 

(2) t M 8 IfefefrO, V-f ^ p l?-^^ Vv- # — D8S556 j£>»>f 
^ y i^-T XtSDNAEJU^fe ±1 -£ 1/ =e ;\> if y^rtiCfiifSitt 

(3) hXffc-fe#:cD x ^ n -f-T 7 h — # — DXS1001. DXS1047 X 
DXS1205, DXS1227 *5 <fc /■£ ft DXS1232 ^Xt 5-DN 

AE?ijd^±i -fe^-^^/i-^f^^rttc&g-rsgttPiiy ^-^^o^a 



WO 03/060126 




4 



=t- fit * fc P /£ $ T V * ft V > 0 



-tsmvk&mmmizwM (mm) -rs^fe, ^^u^o^j^ mm) *y 

M m it e ^ M fi * ft £ t . ^©gflcfifts 
Angiopoietin-l S^to V>T R A^S^gfttfe^ i LT<DpTf£t£ 

*5£U^ RAlffttittlCJt^ftiCmRNA 
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PS 9 , A. C, G *5 £ t£ T , T — 1/ s *S b i/ > , fT-l^teXX*?- 

^is<D&i*m*^-t 0 iztL, t * ; m& x $ j mm'mte, iupa 

Sitter £ itlt Afrift te N IB?U#-^-2 K^£;ft,5:!&Sia 
?!J3rW -!:OE^J^l8 0 5 ~8 0 7#IOSIi:lT TGGTJ tf> 
3 A^^3r*#o fc Angiopoietin-l 51^^ £ #1 # if 5 r i: ^ -e 

t S o ilEfg 8 0 5 - 8 0 7SI (D^Mfe. Angiopoietin-l at^^<£> 

c dna t lt^x iz&m£frx^zm.mmm cr^-tr^ ^ s 

>#fU 8 3 5 0 8) <£>3ll 1 1 4 ~ 1 1 1 6#1 O 4£ S }C *B Ha i" 5 „ 

Jtia rat^^pj i'tt, ityyADNA, cdna, mrna 

^ _h!5 Angiopoietin-l 1^^© c D N AOIJ^, w <£> c D N A <D^£ 
ga^J(C*|-^i-^igSia^^^'-r 5 m R N A-^, I©mRNA©g?7C© 
AD N A% if dS-g-^tl^o _h|2 rjtfi^J tte. 2*iDN 
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Ao*4?>f, ^thzmfc-t si? >- & £z?t t v^ot 

#l*|DNA^RNA^^t5 ( $ % _bfE rjf^^j ft x ^f? 

fl^^^fc. ^tBlRH^ (utr) oS^Vd * — * — e#U -<^^ 

ofc^W^fT'fc^. wO^^^Mft, _b|5 Angiopoietin=l 31 £5 

f©aRi«t & 9 . $ e> Kitten ft ft # y K^ttfiox-feot 

Hi s^flcioti^y/^l^xf h-^SSHfeStLa i ?t*m& 

_bl5 Angiopoietin-1 % Angiopoietin • Family \ZL M> i~ -5 H ^ T* 9 
. Jhtf <0^j£fcSBfc«tfl&*;fc^£ &*LTVn5 0 jfeW^f^M^ tyros 
ine kinase S W -fe $ — f3 VEGF receptor family t TIE receptor f 
amily h # & *) , R A B# M *5 T VEGF iiPJjg£jdS$& ^ £ ttT V> 5 (An 
n Rheum Dis: 59: i65-71, 2000 #Bg) e Angiopoietin-1 (2 v TIE2 rece 
Ptor © V KT'fc 9 % VEGF t *9 *t fit s& L T Jfo. « tR ft *5 «fc & fcb Jfe 

tr^SO-f-S^^r^r^or £ 2S£P *LT <5 (Nature Medicine : Vol. 6:46 
0-463:2000 #ff.)3$. £ <D MM ti* W ft # J&> o 

-r-r^n^^^^ W — D8S556 fc: 3* £t £ ji fcH U . - *L 3* ftl ?T 
o fc^mMM<D&& £ — Lfc n tit) M§&«aSfc hi! 8 JiR A 
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_L!B D8S556 fit h 0 8 & JC y 7° $ *L Z> & N £ <Dgf 

*©^»>-^t?<DftW««i!:afc<5JR 15 ^fe#r±cDH^{c«Mgp^^g: 
tt 3 fie Paaml f 5 - t t§ $ T 5 ( !J V ^ T 

40(5) :833-84S, 2000 * ft , -LIB D8S556 fi 584; 52-584. 72cR 

ttt5 CtiSSfeAMC^oTiiO (y ?7-v^ vol.39:P445, 1999 # 
flSK Angiopoietin-1 f± GB4 Map 589. 07cR Id y^$Ji5r 
Angiopoietin-1 Hi , £ JfejRSttate^lRtt L Tffefe #± 3» 

JtlB Angiopoietin-1 SI -fS ^ M 3tI#Ai^iIl3lI^^i© 21 

f^j:t;3iii^^fif ^, ^(c r^&gj t^o 0 mmic zam. 

_h|5 3 tl^^lCOV^TIi, human cell line T98G £1*3 V>T 
fc$8£-£*LTV^ (Cell. Vol. 87:1161-1169, 1996 #j#,) 0 

Angiopoietin-1 -fit, VEGF t *S M £ f£/B b X Jfc<ff#l <D J&fc =§rii 3£ t~ 
5 0 ^ftrftHcf^ VEGF ^JkWff^f-fcMt 5 fig fci£3iH 9 

Angiopoietin-1 iZ X Y) fi W £ tl 5 H \ZL i o T it b , *rUV^jfiLtf2£ 
JSRas'^JEftSixa - £ ^ i to tftl&VttM.W&mmZhZo *H VEGF o 

&\z£<>xmmftfcmm>istht£sh^temm^mjkv j ¥-f< , rath: 

VEGF igpJ^^^S^^ $ ^LXV^ 5 (Ann Rheum Dis: 59: i65-71, 2000 # 
Angiopoietin-1 o T <£> £p % it ft ^ „ # JR % W # > 
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Angiopoietin-1 CD mRNA HSilrRAif £ «§3t# £ T'Jfcg? Lfc £ CI ^ , 
RAfttC*iJkt mRNA 31 9 * # <S ^ C £ *5 g| £> ^ fc ft 0 o 

(1) R AO^^* fcf*^60^^ Rj|gttC0*iJ^^-& " 

Hi, RAiDtK^fe) Ki^v^T, # 93 in fl* 5 3ft ^ £ U T\ (D-^/A 
DNAll^fci^, ©mRNA (cDNA) £r/8 ^ SrH# Ktfc 

5. 

(D^ y ADNAl:fflV^fc§'n 

^/^DNA^IV^fc^J^&tts 0!l;fcfiifc® J: 5 lc ItHlT'l 

So 

CHtlS. £ # feftfc^/ Att. MZ.t£, PCR (Polymera 

se Chain Reaction) & s NAS B A (Nucleic acid sequence based a 
mplif ication) fe > TMA (Transcription-mediated amplification) 
feJb'it^SDA (Strand Displacement Amplification) feftifOalS' 
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3* 9 Vtf 1 tf—\S a >T y-fe-f (Oligonucleotide Ligation Ass 

ay) & N PCR-SSCPS, PCR-CFLPfe, PCR-PHFA 
fe. ^ — ifc % RCA (Rolling Circle Amplification) jfe, Zf 

^^■^ — ^rV =fs<—X^# XTZ/is 3 Is (Primer Oligo Base Extensio 

n) m&i*&mirrhti&. 

"asE?y*» e> * s ^- y ^ u^-^- k*^- y ^ici^LTDNAf ^ ^ 

5 ? J J*Wr K <D X <DlV^ -9- IF is -7 xx y 7- ^ is Jf ft }f T-mui-f z> n 



WO 03/060126 PCT/JP03/00089 

10 

ifelc J; 9. DNAv'ytt^f-^ifia!) f^SSf 5 i £ 5. 
(Dm R N A (cDNA) £r V ^ fc: # -g* 1 

(Restriction Fragment Length Polymorphism) i |C i 9 x 

Jiffi£Sifc1»«:-£if««©*B*gte:JB V>£ 7*7 -f — £ ITIi, # Pg 

t> c DNAlrili Vfcmm&lJfc& pTIMt?fe5o 

■fe ^ * 7 s 7 — : 5'-GCTGGCAGTACAATGACAG-3' ( SB # 3 ) 

T^^±^^y94^r — : 5' -TCAAAAATCTAAAGGTCGAAT-3 ( IB ?!| # -g- 

4) 

r<D'J:5i^> m R N A (cDNA) ±©^Ittfflt5 C i: J; 9 , 
& & , mRNA^fljmUTRAO^^^yci^^rO^^Brigttilr^J^-r 
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IE?IJ 8 0 5 ~ 8 0 7 # S (Di^S £ L "C TGGTJ 03gI#A^I 
<DmRNA (IP^. 3 i&2£^ <£> Angiopoietin-1 ©m'R N A ) 03§5E, 

0^^if^LT2o©»Il, H#:2 Hffi 1 < fil^S 2 ) £^ 

tf, _h|3mR N AOBm*^±l2il{iS 1 ^T-CfcH«. RA?:IilT 

^fcf*#^^3Ei-6 W IS ft ^ * V ^ flj £ L- , JbEW 

^ £ 12 O B 3e rTIB ft & *fl 5£i" 5 /B h fl 5 m R N A <D & 51 

ts^fe^^if fen^o ro^y ixyjfAoti©ttH«, sartor 
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iSffigKfr 5 d £ ^-r-# A # ft i;: fi x #"5& -T 5 J: 5 i:: , 3^Sj^^ 
§(7fc-^£^^ftL, — rnio it;3 A^tf^Sr^^fc D i Ufci 

tRAlf ittti:©^T*ffi^l&f)tifc: ^ y 

^ W^SC U^&fcii £;ft&^o fc3*^) te. R A£3§^ LTl^S Plfgte 

^ fc«#5fe^^-r^ Brtgttfi{g;< x — mJj<D? £ ti 

r a s§ m v x v n 5 ^ tg « * it « # * is m -r z> m f 4 us v > t m m -r % 

(2) R AOB^^^«^:^>^^ WHttO^J^dr y h 
*«WK:^5RA©^S^*fc«t-t<Z5|SS"srtBtt©3|£!l3t^ry h (iff 

«t T*m R N A (cDNA) ± <D |£ M <D fit ffi 
Stilt-?? 4 — £ ^ id, JilB«SO^r«iSrtftW"T?# S J: p id 

Sift £Tb*a6E?BftJfeafcK:-fU/B £*L<5f*aifc if, £ & ffi-f 5 «> ic 

d A T P x dUTP, d T T P x d G T P „ DNA^I, RNA^ 
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hZ&m-tZ r fcfcj; HElfct^fc, RAO 

m 

Z<D£?iZ, Angiopoietin-1 Mfcl 1 - ± <D 3 M (fcir;, 

ztiizttfc-t 57$ y&m&UKDrv ~> ism xmm) ra©m 

H^-Oi^x.^^, Lfc^ot, Angiopoietin-1 \Z±m? V 

• ±&"?V A&& 3r#o 3 ft^ggfljjy 

= - KtSDNA; fc5V>« % MS St jE#S * ^ y # K 
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5 131, Angiopoietin-l 12, TIE2 receptor O!/ ^fy KTfcSi ii>b % 
r <D TIE2 receptor <2 T =f =;* hi LTf^IfSfi^^fb^ife^gP S: 

DNAh _b|B TIE2 receptor <DT =f~* hi L T O {£ # -f it t YZ, 

lift, *5V^-C , 6iO?-{^ofT7^ h -e — ^7 — 

gl2te. *351Hfc«5 RAH»*te^£«a;«jfc;a*ufc«i&B-c*>s 
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(U 3 (a) &t£®3 (b) tt, ^^ife^lt^VNT, RAHISe^O 

3 ^sifA^mfeg^^tf m^<o ? ^^^mm^m^ tern m £^1- 

, El 3 (b) fi, 3M^iI©v-^iV^)ltlTSlT»fc5. 

H6(i, 3SIffAI (Angl) 3 ( Angl (del3) ) <DHU 

( 1 ) ^ ^ n 7" 7 >T h — 7J — J; 5 at fe£?#f 

2£ s ^S#l^^rl^^i:Lfc3 3 V^#S#*r£fx 

X 7 'f Vv-'^-D 8 S 5 5 6 ifi^ 10.8c {C& n 
0 . 7 KlOD 8S176, D8S5 2 1, D8S 1 7 3 8 , D8S5 
5 6 x D8S 1 8 3 0*5j:r5D8S 5 39<7?#"^-f^n-^7 1 7-l' h-e — 
*-5r> t*7-<^/7 -f -e — l^fc P CRSfcfc:J;oT*ii«L. AB 
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I 3 7 7|'>-^xyf- -C3 0 0 0V, 2 B# m mf5.ft.Wl b tc „ tLT 
, GeneScan(ver. 2. 0. 2) ft V^T^- # — O 1h ^ X£r8r^ MAPMAKER/ 
SIBS (ver. 2. 1) (Complete multipoint sib-pair analysis of quantita 
tive and qualitative traits. Am. J. Hum. Genet. 57.:,439, 1995#HB) 

ju$t (Maximum Lod Score) H fctj L- fc „ 

S^lriKDiiC^t, ^HUC^-T J; 5 l£ % D8S 5 5 6 {CfcV^T L 
o d ffiteft^Jp-^IfHil 1 . 3 5l:^lfc, ^ J; t> . 

RAKiSat^^-^x -*'>t ^nf-f^-f W~ # — D 8 S 5 5 6 t <D^§i 
4± 2* JL til £ fc „ D 8 S 5 5 6 ©jfif iCli, Jilf |f4lCii^t5 

ite^-Angiopoietin-l^^Bi"^ ^ t h . iifBAngiopoietin-l^ R 

(2) Angiopoietin-1 c D N A <D *S — ? m >- ^ #$#f 

N A 2>> t> Oligo dT £r/8 V^fci£3g^SJ& (Gene Amp RNA PCR Ki 

t)(T/7^ K^-T tS^^^AX)!: J; 9 c DN A3r^/& Ufc 0 ^Lt, 
Angiopoietin-1 jt^^H^ 1 5 0 8 bp£rlfi|>S^, # 4 $ — % $ — 

ty*7*7^-AngF1.5 : 5M}CTGGCAGTACAATGACAG-3MSE^J#-^3) 
JVftV'XV 7>{-7-AngRl. 5 : 5'-TCAAAAATCTAAAGGTCGAAT~3 (iB^!l#^-4) 

£fc. -bfB-fe :/7 -f -^-AngFl. 5 *5 J; JifB T >- ^"fe V ^ 7° 7 
•v — AngRl. 5 ©tStt^C0V^t^j: > 13 2 <D A . {C^-f-i^DT'fe^o 
ft**. Angiopoietin-1 ^^P^K!^ 02lC3*£:fr/££5K:s coiled- 
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coii -r ^^^^7 ^ y y / — >-as#£Ei--5 e 

> — ^ oi tc«t 9 Lfc c D N AlB^m, Angiopoietin-1 at-g 

-?£>I£f&IBJU (T^ -fe y is a ^#-§-U 8 3 5 0" 8 ) t ifcigfc $ Jxfc„ ^-<7>££ 
Angiopoietin-1 it iP *5 l> T . $t}j&(D b & K>.< 3^SJfAM 
& J:tf3i&S^§!<D 2Sm^#^Ei-^ ^ ir^^tB^tl^Co IB?U#^-2 

Itli, IS?0#^- 2 K^£tlZ> X 0 {C N ^(Dm^i^m 8 0 5 — 8 0 7 # 
g(D££g£LT r G G T J <£> 3 tf* j? A £ *L T „ 1 

13 (a) ^T^HI3 (b) (Cte, ^^teMSr^tpftiffcO i/- ^ ;n ^ * 
^fW^^^^^tt^o 1*30 (a) it 3 SISAl©)|ftifT*fc 9 % IU 
HI (b) «3^^^^M (3^S^^M) <Dffi$tmmX'3bZ> 0 &3o, 0 
3 (a) RVms (b) te. #5tfe^-IE^J(DtS«iB?iJ^i/-^ 
#f bfc^^r^^-r & OT'li)5 0 Lfc^oT, HgiU (a) «fc 19 . 3 
A^T'fi. rGGTj(D3igS#A ( *I fit IE M T- TACCj ©3i|S# 
A) CT^5 ^ £ &mWX*% % l^gl (b) it), 3tM*lt'tt 

-Lis 3 t&SJPAMit^^cDiaiRM^-efcs * jrr±' % sb^j#-§- i 

i^$ii5J:9ic, ^<dt j mmm^m 2 6 9 # g ^ / & t lt 

^y^fA^t^s. -2r. Jiia3^s^:^MiS^^(D^f?s^ 

(3) RAlffci^^f (RA*lif) (C*3^-5±l2^^^^r 
If*A£(^©il(CRAlt^V>5f^ (^TRA^ItttS) 
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f ttlf 1^IC0V^T, _b|5 3 A^SolT&Wfcaj&fTofc. 

_bf50^tB«. «t 0 ADN ASrttffl b,- JhfE^MtegS; 

*£t?«*fc££ii§ Jfc^9>r -^-SrJB P c RSiSt 'i 9 J84B b. # £>*l 
t P C R ife Sr v^- ^ i y ^ jg^f -f 5 r t Ic i DUILfc, ^*5, _b=2 

O o 

t^7' 7^-7- : 5'-CAACCTTGTCAATCTTTGC-3' (E 5 ) 

T^f tV77* 7^?- : 5'-ACACCTTTTTGGGTTCTGGC-3' ( gE # 6 ) 

{CrJoV^T. Familial RA liRAllORASf . Familial not RA f4 R 
A^^OltS^s Sporadic RA ttll^I©R Ait, Sporadic not R 
AttlHllOlff^/Tt, n tt#a«»#©^flc»:3r^ b, 

iE^M'i^^.^r^^-TJ^i-S^ (HI ^-CJi r n t805 (del3) Tfr^-J^ 
1~) . ^SIS^^^^rnT-ttSt da^T'f* r n t805 (del3) ^ 
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# m & m *5 »* a _t ib ^ tt ^ ti <d # o sij ^ ^ ^ -r „ 

±is 3 ^mn xMmm^-zfr^x^-tz ^ tifc„ *yc N 3i& 

o 

bfc^oT, Jifeo^-^^rfiJ^ Lt J:I3R A§g^3t^^lc 3 i&SJfA 
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SEQUENCE LISTING 0^501259 

DT04 Rec'd PCT/PTO 0 9 JUL 2001 

<110> Shiozawa, Shunichi 



<120> DNA structure and proteins responsible for the pathogenisis 
of rheumatoid arthritis, diagnostic method of the disease, 
diagnostic kit for detecting the disease, 
treatment technique and curative medicine of the disease 

<130> 0224 

<150> JP 2002-005326 
<151> 2002-1-11 



<160> 9 

<170> Patentln Ver. 2. 1 



<210> 1 
<211> 498 
<212> PRT 

<213> Homo sapiens 
<400> 1 

Met Thr Val Phe Leu Ser Phe Ala Phe Leu Ala Ala He Leu Thr His 

1 ..... 5 10 15 

He Gly Cys Ser Asn Gin Arg Arg Ser Pro Glu Asn Ser Gly Arg Arg 

20 25 30 

Tyr Asn Arg He Gin His Gly Gin Cys Ala Tyr Thr Phe He Leu Pro 
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35 40 45 

Glu His Asp Gly Asn Cys Arg Glu Ser Thr Thr Asp Gin Tyr Asn Thr 

50 55 60 

Asn Ala Leu Gin Arg Asp Ala Pro His Val Glu Pro Asp Phe Ser Ser 

65 70 75 ~ 80 

Gin Lys Leu Gin His Leu Glu His Val Met Glu Asn Tyr Thr Gin Trp 

85 90 95 

Leu Gin Lys Leu Glu Asn Tyr He Val Glu Asn Met Lys Ser Glu Met 

100 105 HO 

Ala Gin He Gin Gin Asn Ala Val Gin Asn His Thr Ala Thr Met Leu 

115 120 125 

Glu He Gly Thr Ser Leu Leu Ser Gin Thr Ala Glu Gin Thr Arg Lys 

130 135 140 

Leu Thr Asp Val Glu Thr Gin Val Leu Asn Gin Thr Ser Arg Leu Glu 

145 150 155 160 

He Gin Leu Leu Glu Asn Ser Leu Ser Thr Tyr Lys Leu Glu Lys Gin 

165 170 175 

Leu Leu Gin Gin Thr Asn Glu He Leu Lys He His Glu Lys Asn Ser 

180 185 190 

Leu Leu Glu His Lys He Leu Glu Met Glu Gly Lys His Lys Glu Glu 

195 200 205 

Leu Asp Thr Leu Lys Glu Glu Lys Glu Asn Leu Gin Gly Leu Val Thr 

210 215 220 

Arg Gin Thr Tyr He He Gin Glu Leu Glu Lys Gin Leu Asn Arg Ala 

225 230 235 240 

Thr Thr Asn Asn Ser Val Leu Gin Lys Gin Gin Leu Glu Leu Met Asp' 

245 250 . 255 

Thr Val His Asn Leu Val Asn Leu Cys Thr Lys Glu Gly Val Leu Leu 

260 - 265 270 
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Lys Gly Gly Lys Arg GTu Glu Glu Lys Pro Phe Arg Asp Cys Ala Asp 

275 280 285 

Val Tyr Gin Ala Gly Phe Asn Lys Ser Gly He Tyr Thr He Tyr lie 

290 295 300 

Asn Asn Met Pro Glu Pro Lys Lys Val Phe Cys As"n Met Asp Val Asn 

305 310 315 320 

Gly Gly Gly Trp Thr Val He Gin His Arg Glu Asp Gly Ser Leu Asp 

325 330 335 

Phe Gin Arg Gly Trp Lys Glu Tyr Lys Met Gly Phe Gly Asn Pro Ser 

340 - 345 350 

Gly Glu Tyr Trp Leu Gly Asn Glu Phe He Phe Ala He Thr Ser Gin 

355 360 365 

Arg Gin Tyr Met Leu Arg He Glu Leu Met Asp Trp Glu Gly Asn Arg 

370 375 380 

Ala Tyr Ser Gin Tyr Asp Arg Phe His He Gly Asn Glu Lys Gin Asn 

385 390 395 400 

Tyr Arg Leu Tyr Leu Lys Gly His Thr Gly Thr Ala Gly Lys Gin Ser 

405 410 415 

Ser Leu lie Leu His Gly Ala Asp Phe Ser Thr Lys Asp Ala Asp Asn 

420 425 430 

Asp Asn Cys Met Cys Lys Cys Ala Leu Met Leu Thr Gly Gly Trp Trp 

435 440 445 

Phe Asp Ala Cys Gly Pro Ser Asn Leu Asn Gly Met Phe Tyr Thr Ala 

450 455 460 

Gly Gin Asn His Gly Lys Leu Asn Gly He Lys Trp His Tyr Phe Lys 

465 470 475 480 

Gly Pro Ser Tyr Ser Leu Arg Ser Thr Thr Met Met He Arg Pro Leu 

485 490 495 

Asp Phe 
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<210> 2 
<211> 1497 
<212> DNA 



<213> Homo 


sapiens 




<400> 2 






atgacagttt 


tcctttcctt 


tgctttcctc 


aatcagcgcc 


gaagtccaga 


aaacagtggg 


tgtgcctaca 


ctttcattct 


tccagaacac 


cagtacaaca 


caaacgctct 


gcagagagat 


cagaaacttc 


aacatctgga 


acatgtgatg 


gagaattaca 


ttgtggaaaa 


catgaagtcg 


cagaaccaca 


cggctaccat 


gctggagata 


cagaccagaa 


agctgacaga 


tgttgagacc 


atacagctgc 


tggagaattc 


attatccacc 


acaaatgaaa 


tcttgaagat 


ccatgaaaaa 


atggaaggaa 


aacacaagga 


agagttggac 


ggcttggtta 


ctcgtcaaac 


atatataatc 


accaccaaca 


acagtgtcct 


tcagaagcag 


cttgtcaatc 


tttgcactaa 


agaaggtgtt 


aaaccattta 


gagactgtgc 


agatgtatat 


actatttata 


ttaataatat 


gccagaaccc 


gggggaggtt 


ggactgtaat 


acaacatcgt 


tggaagg^t 


ataaaatggg 


ttttggaaat 


tttatttttg 


ccattaccag 


tcagaggcag 


gaagggaacc 


gagcctattc 


acagtatgac 


tataggttgt 


atttaaaagg 


tcacactggg 
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gctgccattc 


tgactcacat 


agggtgcagc 


60 


agaagatata 


accggattca 


acatgggcaa 


120 


gatggcaact 


gtcgtgagag 


tacgacagac 


180 


gctccacacg 


tggaaccgga 


tttctcttcc 


240 


gaaaattata 


ctcagtggct 


gcaaaaactt 


300 


gagatggccc 


agatacagca 


gaatgcagtt 


360 


ggaaccagcc 


tcctctctca 


gactgcagag 


420 


caggtactaa 


atcaaacttc 


tcgacttgag 


480 


tacaagctag 


agaagcaact 


tcttcaacag 


540 


aacagtttat 


tagaacataa 


aatcttagaa 


600 


accttaaagg 


aagagaaaga 


gaaccttcaa 


CCA 


caggagctgg 


aaaagcaatt 


aaacagagct 


720 


caactggage 


tgatggacac 


agtccacaac 


780 


ttactaaagg 


gaggaaaaag 


agaggaagag 


8~40 


caagctggtt 


ttaataaaag 


tggaatctac 


900 


aaaaaggtgt 


tttgcaatat 


ggatgtcaat 


960 


gaagatggaa 


gtctagattt 


ccaaagaggc 


1020 


ccctccggtg 


aatattggct 


ggggaatgag 


1080 


tacatgctaa 


gaattgagtt 


aatggactgg 


1140 


agattccaca 


taggaaatga 


aaagcaaaac 


1200 


acagcaggaa 


aacagagcag 


cctgatctta 


1260 
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cacggtgctg atttcagcac taaagatgct gataatgaca actgtatgtg caaatgtgcc 1320 

ctcatgttaa caggaggatg gtggtttgat gcttgtggcc cctccaatct aaatggaatg 1380 

ttctatactg cgggacaaaa ccatggaaaa ctgaatggga taaagtggca ctacttcaaa 1440 

gggcccagtt actccttacg ttccacaact atgatgattc gacctttaga tttttga 1497 

<210> 3 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthesized 
oligonucleotide 



<210> 4 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:Synthesized 
oligonucleotide 

<400> 4 



<400> 3 



gctggcagta caatgacag 



19 
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tcaaaaatct aaaggtcgaa t 21 



<210> 5 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : Synthesized 
oligonucleotide 

<400> 5 

caaccttgtc aatctttgc 19 



<210> 6 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : Synthesized 
oligonucleotide 

<400> 6 -v 

acaccttttt gggttctggc 20 
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<210> 7 

<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : Synthesized 
oligonucleotide 

<400> 7 

tttgcgagag gcacggaa 



<210> 8 

<211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : Synthesized 
oligonucleotide 

<400> 8 

tatatcttct cccactgttt 



<210> 9 
<211> 27 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : Synthesized 
oligonucleotide 

<400> 9 

ttcctcgctg ccattctgac tcacata 27 
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